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IN VIVO SIGNIFICANCE OF PENICILLIN (PCN) TOLERANCE I N EXPERIMENTAL ENTEROCOCCAL (E) ENDOCARDITIS ( I E
Althouoh PCN t o l e r a n c e has been orooosed as one o o s s i b l e exp l anationdof t h e poor response o f some' cases o f IE,' t h e i n v i v o s i g n i f i c a n c e o f t h i s phenomenon i s n o t c l e a r . Therefore, we examined t h e importance o f t o l e r a n c e i n t h e r a b b i t model o f aort i c v a l v e IE. T o l e r a n t (T) and n o n -t o l e r a n t (NT) E s t r a i n s were i d e n t i f i e d i n v i t r o by MBC/MIC r a t i o s , t i m e d -k i l l i n g assays, a u t o l y s i s a x a i c i l l i n gradient-rep1 i c a t e p l a t e method.
Procaine PCN, 6x10' u n i t s i n t r a m u s c u l a r l y , t w i c e d a i l y , r es u l t e d i n 1 h r serum l e v e l s o f 19+2 and 25+5 pg/ml i n NT and T groups, r e s p e c t i v e l y . Vegetation t i t e r s and r a t e s o f v e g e t a t i o n s t e r i l i z a t i o n a t therapy days 0, 3, 6 and 10 a r e summarized below. , This study suggests t h a t P~N t o l e r a n c e may be a s i g n~f~c a n t determinant i n t h e i n v i v o response o f E t o p e n i c i l l i n . SUNY a t Buffa10,Dept. of Med., B u f f a l o , NY. The m o r b i d i t v and mortal i t v associated w i t h neonatal EC i n f e ct i o n s have remained s i~n i f i c a n t d e s~i t e advances i n a n t i m i c r o b i a l chemotherapy. To inve;tigate t h e f e a s i b i l i t y o f imnunotherapeut i c approaches, we evaluated 3 d i f f e r e n t murine monoclonal IgM Ab a g a i n s t a KI EC s t r a i n i n t h e newborn r a t model : (1) Ab t o group B meningococcal carbohydrate (K1 Ab), ( 2 ) Ab t o the LPS o f t h e same KI EC(LPS Ab), and (3) Ab t o l i p i d A. A t 5 days o f age, each l i t t e r was d i v i d e d i n t o 4 groups. Each group received i n t r a p e r it o n e a l l y one o f t h e above o r murine IgM monoclonal Ab t o t h e LPS o f P.aeru inosa ( c o n t r o l ) i n a dose o f 50 u1/10 gm and subcutaneous!*~).
Group

EFFICACY OF VARIOUS MONOCLONAL ANTIBODIES (Ab) AGAINST E.COLI (EC). Kwan S i k
Blood and CSF specimens were obtained d a i l y and m o r t a l i t y recorded f o r 5 days. Results a r e summarized as p r o t e c t i v e e f f i c a c y a g a i n s i death. KI and LPS Ab provided 100% e r o t e c t i o n neat and a t 10-. A l l c o n t r o l animals eied. 
These s t u d i e s i n d i c a t e t h a t monoclonal Ab t o K, polysaccharide and Ab t o t h e LPS o f EC a r e h i g h l y p r o t e c t i v e a g a i n s t KI EC and
combinations o f these two f u r t h e r enhance t h e e f f i c a c y . The interactions between respiratory viruses and mononuclear leukocytes in the natural course of infections with these agents is not completely understood. We have attempted to look at these cells directly for evidence of production of new antigen and/or infectious progeny. Peripheral blood mononuclear leukocytes (PBML) separated into adherent (M) and non-adherent (Ly) populations were infected with purified respiratory syncytial virus (RSV) or parainfluenza type 3 (PI3) at a MOI of 0.5-0.6. Since M's have been reported to become more macrophage-like over time in tissue culture, experiments were done infecting the M's 1, 2, 4 and 7 d after harvest. Cells were washed after 2 hrs of viral adsorption and every 24 hrs for the duration of these experiments. Antigen production was measured in supernatants by ELISA and in cells by indirect fluorescence (IF); infectious progeny were assayed on ~e p -2 monolayers. With both viruses new antigen and infectious virus production were detected in M by 48 hrs and in Ly fractions by 96 hrs after infection. The youngest M's (day 1) were poor producers of new virus although the most striking syncytia formation with PI3 occurred in these cells. RSV caused no definite syncytia but did lead to cell rounding by 96 hrs in the M's; this was most marked in the cells infected 7 d after harvest. For both viruses 10-20% of M's were positive by IF in contrast to only 2-3% of Ly's. Further investigation of this model may be helpful in elucidating aspects of the pathophysiology of infection with these agents.
